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DETAILED ACTION 

1. The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Drawings 

2. The drawings filed 10-31-06 by Applicants are accepted by the Examiner. 

Response to Arguments 

3. The rejection of claims 1-3, and 7 under 35 U.S.C. 102(e) as being anticipated by 
Besterman et al. (US Patent No. 6,953,783.); and the rejection of claims 1-3, 5 and 7 
under 35 U.S.C. 103(a) as being unpatentable over Besterman et al. as applied to 
claims 1-3 and 7 above, in view of Bennett et al. (1996, see PTO-892 mailed 8/06/2002, 
Reference "U"), are withdrawn in response to Applicant's arguments. 

Claim Rejections - 35 USC §112 

4. Claims 1-3, and 5 remain rejected under 35 U.S.C. 112, first paragraph, as failing 
to comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention, for the reasons of record set forth in the prior 
Office Action. (Written Description). 

5. . Applicant's arguments filed 10-31-06 have been fully considered but they are not 
persuasive. Applicants traverse the instant rejection on the grounds that one skilled in 
the art would clearly understand that Applicant's had possession of the full scope of the 
antisense oligonucleotide encompassed by the instant claims. Moreover, Applicants 
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argue that the specification as filed is fully enabled in regards to the instantly claimed 
invention, and that even though effective antisense molecule must be found empirically 
does not necessarily make the experimentation undue. 

As stated in the prior Office Action, although Applicants provide a means for 
testing the ability of a putative oligonucleotide to inhibit one or more human deacetylase 
isoforms, apart from further experimentation, the skilled artisan would not have been 
able to predict the structures of the full scope of the claimed oligonucleotides 
encompassed by the instant invention. According to MPEP § 2163, providing a method 
for isolating the claimed invention is not evidence of description. 
6. Moreover, contrary to Applicants assertions, applicant's have not adequately 
described what structural characteristics are required to possess the claimed specific 
function, namely those that inhibit one or more specific human histone deacetylase 
isoforms selected from the group consisting of HDAC-1, HDAC-2, HDAC-3, HDAC-4, 
HDAC-5, HDAC-6, HDAC-7, and HDAC-8, and furthermore the other human isoforms 
known in the art, but less than all histone deacetylase isoforms, wherein said histone 
deacetylase isoforms include those selected from all species which encode this 
enzyme, as well as all allelic and polymorphic variants of these enzymes. It is noted 
that the specification as filed includes only antisense compounds that hybridize to the 
Human form of these enzymes (see Table 1). 

Additionally, Applicants disagreed with the examiner's interpretation of the claims 
as encompassing antisense compounds that hybridize to DNA or RNA or undefined 
length. Contrary to Applicant's assertions, the instant claims recite wherein the claimed 
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oligonucleotide is about 15 to about 26 nucleotides in length and hybridizes to "a region 
(of undefined length) of RNA or double-stranded DNA that encodes a portion (of 
undefined length) of HDAC-1. " Although the length of the claimed oligonucleotide is 
defined to some extent (note the term "about" is not specifically defined), the structural 
requirements for hybridization to "a region" that encodes "a portion" of HDAC-1 remains 
broad and inadequately described. 

As stated in the prior Office Action, Branch (1998) states that "[b]ecause it is very 
difficult to predict what portions of an RNA molecule will be accessible in vivo, effective 
antisense molecules must be found empirically by screening a large number of 
candidates for their ability to act inside cells." (page 49, col. 1 , paragraph 3). 

Since it is apparent that further experimentation is required to identify the full 
scope of the compounds encompassed by the instant claims, it remains that the 
Applicants were not in possession of the full scope of the claimed invention at the time 
of filing. 

Double Patenting 

7. Claims 1-3, and 5 remain provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-11 of 
copending Application No. 10/870,587, for the reasons of record. Applicant's 
arguments filed 
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Claim Rejections - 35 USC § 103 

8. Claims 1-3, and 5 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Schreiber et al. (WO 97/35990 A2) in view of Bennett et al. (1996, see PTO-892 mailed 
8/06/2002, Reference tl U"). 

Schreiber et al. describe the design of antisense oligonucleotides of at least 12 
nucleotides in length, that hybridizes under stringent conditions to at least 12 
consecutive nucleotides of SEQ ID NO: 1-4 of Schreiber et al. SEQ ID NO: 1 of this 
reference encodes a histone deacetylase that comprises a sequence that is 99.4 % 
identical to nucleotides 111 through 1559 of SEQ ID NO: 2 of the instant application. 
Due to the high level of sequence similarity between the histone deacetylase gene 
(HD1) of Schreiber et al. and HDAC-1 (SEQ ID NO: 2) of the instant application, 
antisense oligonucleotides that are complementary to HD1 of the prior art, would 
necessarily be complementary to HDAC-1 of the instant application. 

The antisense oligonucleotides of Schreiber et al. function to specifically 
hybridize under cellular conditions with cellular mRNA or genomic DNA encoding one or 
more of the histone deacetylase genes so as to inhibit the expression of this gene by 
inhibiting transcription or translation (see page 5, lines 8-28). . The antisense 
oligonucleotides are preferably modified oligonucleotides, which are resistant to 
endogenous nucleases, and comprise for example phosphoramidate, phosphorothioate 
and methylphosphonate analogs of DNA or peptide nucleic acids (see page 27, lines 
25-35). 
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Schreiber et al. does not disclose the limitation about 15 to about 26 nucleotides 
in length, since the term "about" is not adequately defined, absent evidence to the 
contrary the antisense compounds of Schreiber et al. described above meet this 
limitation. 

Schreiber et al. does not disclose wherein the antisense compounds are chimeric 
or hybrid, or furthermore comprises the specific 2'-0-methyl modifications recited in 
claim 1. 

According to Bennett et al. (1996; antisense compounds designed wherein the 
terminal nucleotides comprise 2'-0-methyl modifications, and further comprising an 
internal unmodified region, have increased nuclease stability, increased potency, and 
enhanced pharmacokinetic properties, in comparison with unmodified antisense 
compounds (see page 38, 1 st paragraph). 

It would have been obvious to the ordinary skilled artisan at the time of the 
instant invention, to modify the antisense compounds of Schreiber et al. to comprise the 
modification as recited in the instant claimed. Absent evidence to the contrary, the 
ordinary skilled artisan would have been motivated to make the claimed modified 
oligonucleotides since the prior art teaches that these modifications are known to 
enhance the properties of these compounds in a cellular environment, for example 
increase nuclease stability as described above. 

Conclusion 

1 . Applicant's amendment necessitated the new ground(s) of rejection presented in 

* 

this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
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§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 
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* 

9. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Janet L. Epps-Ford whose telephone number is 571- 
272-0757. The examiner can normally be reached on M-F, 10:00 AM through 6:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph Woitach can be reached on 571-272-0739. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Patent applicants with problems or questions regarding electronic images that can be viewed in the 
Patent Application Information Retrieval system (PAIR) can now contact the USPTO's Patent Electronic 
Business Center (Patent EBC) for assistance. Representatives are available to answer your questions 
daily from 6 am to midnight (EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image problem with, the 
number of pages and the specific nature of the problem. The Patent Electronic Business Center will 
notify applicants of the resolution of the problem within 5-7 business days. Applicants can also check 
PAIR to confirm that the problem has been corrected. The USPTO's Patent Electronic Business Center is 
a complete service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also enables 
applicants to view the scanned images of their own application file folder(s) as well as general patent 
information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800- 



786-9199. 
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